INTRODUCTION {#sec1}
============

Behcet's disease (BD) is a systemic inflammatory disorder characterized by recurrent oral and genital ulcerations, uveitis and skin lesions. Males are more commonly affected than females with an onset in the third decade. BD has a sporadic nature, albeit familial aggregation has been linked to HLA-B51 carriers. The etiopathogenesis still remains to be understood; however, the main histopathological hallmark of the disease is vasculitis. Graves' thyrotoxicosis develops as an autoimmune response against thyroid autoantigens. This is characterized by excessive production of thyroid hormones affecting nearly 2% of the population. Thyroid receptor antibody test is specific for Graves' thyrotoxicosis. Any association between thyroid autoimmunity and BD has not been previously established. We present a case of an adult male with a rare coexistence of BD and Graves' thyrotoxicosis.

CASE REPORT {#sec2}
===========

A 41-year-old gentleman of Turkish descent presented with a 3-month history of fatigue, generalized pain, worse around the knees, a generalized rash, sweating, palpitations and significant weight loss (18 kg). During this time, the patient had also noticed multiple painful mouth ulcers (10--15 in number). Two weeks prior to presentation, the patient had an episode of bilateral painful red eyes associated with mild photophobia that subsided within 48 h without treatment. He had a past medical history of urinary symptoms and incomplete bladder emptying, complex migraine for which he took Topiramate. He also gave a history of recurrent oral, urethral and scrotal ulcers, joint pains and painful eyes, accompanied by dysuria several years ago for which he had a course of steroid in Turkey. He denied any history of urinary tract infections or sexually transmitted diseases. The patient had a strong family history of thyrotoxicosis affecting both his first- and second-degree relatives. He was an ex-smoker and did not drink alcohol.

On examination, the patient was found to have sweaty tremulous hands consistent with thyrotoxicosis, and a generalized erythematous, nodulo-papular rash (non-blanching) and mouth ulcers (one on the tongue and two on the soft palate). There was no evidence of synovitis or any genital ulceration. The patient had painless red eyes but no exophthalmos, consistent with mild thyroid eye disease.

Blood tests revealed biochemical evidence of severe thyrotoxicosis. His full blood count, calcium, vitamin B12, folate and ferritin levels and renal and liver function tests were normal with a high erythrocyte sedimentation rate (ESR) at 107 mm/h. The thyroid receptor antibody levels were raised, consistent with Graves' thyrotoxicosis (see [Table 1](#TB1){ref-type="table"}). Tests for blood borne viruses including HIV, hepatitis and a total autoimmune antibody screen were all negative. The human leukocyte antigen test for B exon sequence encoding for HLAB51 and the skin test for pathergy were negative. The chest X-ray was normal. An ultrasound scan and radioiodine uptake scan of the thyroid gland showed features consistent with Graves' thyrotoxicosis. Based on the International Study Group for BD for making a diagnosis of BD ([Table 2](#TB2){ref-type="table"}), the patient's history, symptoms and clinical findings (mouth, eye, genital and skin lesions) fulfilled the criteria for a diagnosis of BD.

###### 

Thyroid function tests results pre- and post-treatment

  Thyroid function test results                         At presentation   At 6 months   At 1 year
  ----------------------------------------------------- ----------------- ------------- -----------
  Thyroid stimulating hormone (TSH) (0.30--4.20 mU/L)   \<0.01            0.01          1.91
  Free thyroxine (free T4) (12.0--22.0 pmol/L)          \>100             18.2          17.8
  Free triiodothyronine (free T3) (3.1--6.8 pmol/L)     47.8              6.2           5.1
  Thyroid receptor antibody (\<2.0 IU)                  14.3              **-**         **-**

###### 

Diagnostic criteria for Behcet's disease according to the International Study Group

  -------------------------------------------------------------------------------------------------------------------------------
  Recurrent oral aphthous ulcers (at least three times in a year)
  -------------------------------------------------------------------------------------------------------------------------------
  PLUS any two of the following\
  Genital ulceration (active lesion or scar)\
  Skin lesions (erythema nodosum, folliculitis or other ulcerations)\
  Eye involvement (anterior or posterior uveitis or retinal vasculitis)\
  Positive pathergy test (skin hyper reactivity (sterile erythematous nodule or Pustule more than 2 mm in diameter in 24--48 h)

  -------------------------------------------------------------------------------------------------------------------------------

The patient was commenced on 20 mg of Carbimazole daily, 10 mg of Propranolol three times a day by the endocrinologist and 20 mg Prednisolone once daily with tapering by 5 mg every week by the rheumatologist for the BD. This was followed by treatment with a steroid sparing agent (Azathioprine). The patient responded well with resolution of clinical symptoms and normalization of the thyroid functions over an 8-month period. Follow-up in ophthalmology clinic did not show any ocular abnormality nor thyroid eye signs. The patient remains on a maintenance dose of Azathioprine and Carbimazole with regular follow-up in Rheumatology and Endocrinology clinics.

DISCUSSION {#sec3}
==========

BD does mimic autoimmune disorders in its response to immunosuppressive therapy, and therefore, it is not out of place to assume an association with autoimmune thyroid disorders. However, BD has been grouped under auto-inflammatory disorders where the innate immune system directly causes tissue inflammation, as opposed to activation of the adaptive immune system in autoimmune disorders \[[@ref1]\]. Most of the clinical manifestations of BD are due to vasculitis, and it is currently grouped under variable vessel vasculitis in current definitions for vasculitides adopted by the 2012 International Chapel Hill Consensus Conference on the Nomenclature of Vasculitides \[[@ref2]\].

Autoimmune thyroid disease is well known to be associated with several other autoimmune disorders \[[@ref3]\]. However, two studies have shown no significant association between autoimmune thyroid disease and BD, as BD lacks the features of other autoimmune diseases, namely, anti-nuclear antibody positivity, female predominance, and the presence of Raynaud's phenomenon or glomerulonephritis \[[@ref4], [@ref5]\].

On the other hand, there are reports of the coexistence of BD with other autoimmune disorders such as, Sjogren's syndrome, ankylosing spondylitis, systemic lupus erythromatosis, Takayasu's disease and immunoglobulin-A nephritis \[[@ref6]\]. Several possible explanations emerge from these studies. Of note, most patients in these studies were females, and the association may have been a coincidental finding. Furthermore, there is a significant overlap of clinical features between different conditions such as oral ulcers, uveitis and arthralgia, which can occur in a number of these conditions. However, the hypothesis concerning the role of antibodies in BD may share a common ground in the pathogenesis of other autoimmune diseases, namely, the presence of the anti-endothelial cell antibodies found in patients with BD. These antibodies to the alpha-enolase protein in endothelial cells have been demonstrated in various autoimmune and inflammatory conditions such as ANCA-positive vasculitis, inflammatory bowel disease, discoid lupus erythematosus, systemic lupus erythematosus, systemic sclerosis, mixed connective disease and autoimmune liver disease \[[@ref10]\].

We have presented a rare case of a coexistence of BD and Graves' thyrotoxicosis in the same patient. Although the limited data do not demonstrate concrete evidence of any association between the two conditions, this case does highlight the question of whether their coexistence is due to a pathogenic association rather than mere coincidence.
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